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ye«iojjaJ b -J s2i:iafiSS 

_ ^ under 33 U.S.C § 

. . This apphcauon p. a con— - £ ^ 21 , 20 00 and U.S. 

,x „,s Provisional Application No. 60/252,2 
U 9(e)ofU.S.Prov „ omo 725 filed on August 7, 2001. 

Provisional Application No. 60/310,7 

Paragraph 10024, has been amended °s ^ approach . m the 

. . Figure 2 is a schematic iUustrahon tf* - ^ ^ ^ ^ ^ a 

- step, a tar,, molecule contaming ^ ^ Mtende , compristng . 
cyst eine^ntaining protein) - bond wit h the thiol group on the <a« 

i„p capahle of forming an irreverstble co ^ ^ , ^ ^p. The 

l,Le, a portion having «** d» « * « ^ ^ „ ^ used to 

Ipiex formed between the target molecule ^ ^ ^ ^ that has the 

a library of disulfide-containing monophores LG - PW-fl 

screen a hbrary binding s , te „„ the targ 

high es. intrinsic bindmg affimty f 
!ssMBE;PG = protec«ng groups 

. . A -nigand- as defined herein » an e W J ^ ^ t „ e taIget . The 

t The Hgand can be a molecule, or a portton of ^ ^ for me 

1* molecuie, hut may also be other ^ J carbohydrates OT other oligomers of 

T or a mi^re of D- and L-), ««~~^, te .get. The term —or, . 

- « — Wh ' Ch W Irefers^" amonomericumtof 
Led herein Interchangeably with the term ^ ^ ^ urn, 

"and. The term "diaphore" denotes two monop^ ^ or hgand s 

The term diaphore is used mespecttve of 
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' • , frnffl the target The term also includes various derivatives and 
existing separately after Us release from the target.! jhebindir^^ 

referred to «« "avidity." - - 

Paragraph [0075, has been amended as fo.lows, 

B is also preferred .hat the residue to be mutated to cysteme, 

at most, it mteracts witn side . ch ains are also 

where the side-chain participates » muluple (>1) hydrogen bo 

, fer red Variants for which all standard rotamers (clul angle of -<0 , [60 ] 120, > 
less preferred. Vanants of other resldue 

than 80% of ore sum of me van der Waals radii of me participating atoms. - - 

* r — ; »— r— - — - — — r 

and its reaction with a library member is illustrated below. - - 



The reaction 



ion chart on top of page 36 has been amended as.follows: 
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|tbm I — 



SH + G " 



[SME 



-SR" 



|tbm I — 



SG 1 - [SMEV 



-SR" 



[tbm I — 



so — 4 [SMEV 



L- SSR' _ ( 

-SR 1 -1 I TBM | 

pra 1 



SG 1 [SMEJ SS- L n 

4 



follows: 






'RS [SM^ 







The structure following 



tag paragraph [0085] on page 38 has been amended as follows: 
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'RS [SME 




The chart following paragraph [0088] on page 39 has been amended as follows: - 



SR' 



SR' 



[SmeL^H + [tbm] — NH 2 NaCNBH < > 

T 

o 



[sme; 



H 



TBM 



The chart on the top of page 41 has been amended as follows: - - 

| TBM | SH + KS [sME] | SR* ► | TBM | 



ss- 

7 



[SME 



-SR* 



TBM 



J SS f SME I 1 SR * ^ ^ | TBM | SS [SME) | SS L,, 



The first paragraph on top of page 45 has been amended as follows: - - 
SME's are often customized for a particular TBM or family of TBM's. For example 
quinazoline derivatives are capable of forming static or dynamic extenders with the EGF receptor 
or an "RD" kinase. In the case of the EGF receptor, cys 773 is a suitable nucleophile for either a 
static or dynamic quinazoline extender as shown below; 




where R 1 is linked to cys 773 through a Michael acceptor or disulfide, 
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R is selected from 



H 
N 



o 



H 
N 




H 
N 




O 




H 
N 



SR' 



or 



H 
N 




SR' 



O 



R 2 is -(CH 2 ) n -SR' and-C(=0)-(CH 2 ) n -SR'; 
R 3 , R 4 and R 5 are -0-(CH 2 ) n -SR' and -(CH 2 ) n -SR'; 
R 6 are; -(CH 2 ) n -SR'; where n is 1, 2, or 3 and 
R' is H, a disulfide or a thiol protecting group. - - 

Paragraph [0104] has been amended as follows: 

- - Phosphotyrosine (P-tyr), phosphoserine (P-ser) and phoshpothreonine (P-thr) mimetics 
or surrogates may be used as extenders in the present invention to identify fragments that 
interact with subsites nearby to improve specificity or affinity for a target [phosphotase] 
phosphatase . Thus extended tethering using known substrates or inhibitors as "anchors" to find 
nearby fragments by standard covalent tethering with the extender is one preferred embodiment 
of the instant invention. - - 

Paragraph [0105] has been amended as follows: 

- - Phosphotyrosine (P-tyr) mimetics are examples of SME's that may be customized for 
[phosphotases] phosphatases like PTP-1B, LAR etc. Known PTP-1B P-tyr mimetics derivitized 
with mercapto-propanoic acid and/or cysteamine or the protected forms thereof, shown below, 
bind to the active site of a PTP-1B cys mutant. - - 
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